In vitro metabolism of diethylstilbestrol by hepatic, renal and uterine microsomes of rats and hamsters. Effects of different inducers.
In order to elucidate possible differences in the metabolism of the synthetic estrogen diethylstilbestrol (DES) by target and non-target tissues for DES carcinogenicity, the biotransformation of [14C]DES has been studied in vitro with hepatic and renal microsomes of male and female hamsters and rats, and from hamster and rat uterus. Of these tissues, only the male hamster kidney is susceptible to the carcinogenic effect of DES. Moreover, the effect of various inducers on the in vitro metabolism of DES has been investigated. It was found that male hamster kidney microsomes produced a markedly different pattern of DES metabolites as compared to renal microsomes from female hamster or male and female rats. Pretreatment with phenobarbital markedly increased oxidative DES metabolism by renal microsomes from female rat but not from male rat. Diethylstilbestrol metabolism by hepatic microsomes was different between hamster and rat, but was not sex-dependent and could not be significantly affected by pretreatment with phenobarbital, DES, 3-methylcholanthrene and 7:8-benzoflavone. The differences in DES metabolism between target and non-target organs and its modulation by inducers may help to gain further insight into the mechanism of DES tumorigenesis.